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n ii a nonmnann6 d'ANNEXES Cest-a-d»re de feuilles de la description, des revendications ou des dessins qui 

des Instructions administratives du PCT). 
Ces annexes comprennent feuilles. 
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Le present rapport contient des Indications et les pages correspondantes relatives aux points suivants : 

Base de Popinion 
Priorite 

Absence de formulation d'opinion quant a la nouveaute, I'activite inventive et la 
possibility duplication industrielle 
Absence d'unite* de I'invention 

Declaration motivee selon la regie 66.2(a)(ii) quant ft la n^veautt. Padl^^ et la possibility 
^application industrielle; citations et explications ft I'appui de cette declaration 

Certains documents cites 
Irregularis dans la demande Internationale 
Observations relatives ft la demande Internationale 
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RAPPORT D'EXAMEN prT/PR n™i7fV* 
PRELIMINAIRE INTERNATIONAL Demande Internationale n° PCT7FR 03/0 1 75,5 

I. Base du rapport 

1 En ce aui concerne les elements de la demande Internationale (les feuilles de remplacement qui ont 4t4 
' ^^A^moe^S^m^ponse a une invitation faite conformSment a /'article 14 sont considerSes dans 
Zp%%nt^rtVcomme Element deposees" et ne sont pas jointes en annexe au rapport pwsqu'elles ne 
contiennent pas de modifications (regies 70. 16 et 70.17)) : 



Description, Pages 

1 _i 05 telles qu'initialement deposees 
Revendications, No. 

■\.-\2 telles qu'initialement deposees 

2 En ce aui concerne la langue, tous les elements indiques ci-dessus etaient a la disposition de ("administration 
ou lui St ItTremfe dans l! langue dans laquelle la demande Internationale a ete deposee, sauf indication 
contraire donnee sous ce point. 

Ces elements etaient a la disposition de fad ministration ou lui ont ete remis dans la langue suivante: ,qui est: 

□ la langue d'une traduction remise aux fins de la recherche Internationale (selon la regie 23.1 (b)). 

□ la langue de publication de la demande internationale (selon la regie 48.3(b)). 

□ la langue de la traduction remise aux fins de I'examen preliminaire Internationale (selon la regie 55.2 ou 
55.3). 

3 En ce aui concerne les sequences de nucleotides ou d'acide aminesdivulguees dans la demande 
m?e?natona^r(fe cU Ichelnt), I'examen preliminaire internationale a ete effectue sur la base du hstage des 
sequences : 

□ content! dans la demande internationale, sous forme ecrite. 

□ depose avec la demande internationale, sous forme declarable par ordinateur. 

□ remis ulterieurement & Tadministration, sous forme §crite. 

□ remis ulterieurement k I'administration, sous forme d6chiffrable par ordinateur. 

□ La declaration, selon laquelle le listage des sequences par 6crit et fourni ulterieurement ne va pas au-defc 
de la divulgation faite dans la demande telle que d<§pos6e, a ete fournie. 

□ La declaration, selon laquelle les informations enregistnSes sous dechiffrable par ordinateur sont identiques 
& celles du listages des sequences Presente par ecrit, a ete fournie. 

4. Les modifications ont entraTn§ I'annulation : 

□ de la description, pages : 

□ des revendications, nos : 

□ des dessins, feuilles : 

5 □ Le present rapport a 6X6 formule abstraction faite (de certaines) des modifications, qui ont 6te consid6r6es 
comme allant au-dela de FexposeS de Invention tel qu'il a 6X6 depose*, comme il est indiquS ci-apr6s (regie 
70.2(c)) : 

(Toute feuille de remplacement comportant des modifications de cette nature doit etre indiqu6e au point 1 
et annex6e au present rapport.) 
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6. Observations comptementaires, le cas ech6ant : 

V Declaration motivee selon larticle 35(2) quant a la nouveaute, I'activite inventive et la possibility 
" ^application industrielle; citations et explications a lappui de cette declaration 

1. Declaration 

Nouveaute Oui: Revendications 1-12 

Non: Revendications 

Activity inventive Oui: Revendications 1 -1 2 

Non: Revendications 

Possibility ^application industrielle Oui: Revendications 1-12 

Non: Revendications 

2. Citations et explications 
voir feuille separee 
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Hnncernant le point V 

Declaration motivee selon Particle 35(2) quant a la nouveaute, I'activite inventive et 
la possibility d'application industrielle; citations et explications a I'appui de cette 
declaration 

1 . Nouveaute, Article 33(2) PCT: 

II est fait reference aux documents suivants: 

D1 : WO 00 751 07 A (NOVARTIS AG) 1 4 decembre 2000 

D2: WO 98 03503 A (FOURNIER INDUSTRIE ET SANTE) 29 janvier 1998 cite 
dans la demande 

Au vue de I'art anterieur divulgue dans les documents cites ci-dessus, I'objet de la presente 
demande satisfait les criteres de nouveaute de I'Article 33(2) PCT : 
En effet, les composes revendiques different des sulfonamides de D1 , entre autre, par la 
presence du groupement terminal amidine C(=NR 3 )NR 4 R 5 . 

Les composes de D2 different des composes revendiques par la presence du cycle 
quinoline. 

Les criteres de I'Article 33(2) PCT sont done consideres comme satisfafts. 

2. Activite inventive, Article 33(3) PCT: 

L'objet de la presente demande conceme les composes derives d'arylsulfonamides de 
formule (I) selon la revendication 1 utiles pour le traitement de la douleur et des maladies 
inflammatoires. 

Les documents D1 et D2 decrivent des derives d'arylsulfonamides egalement utiles pour 
le traitement de la douleur et de maladies inflammatoires. II est a noter que les composes 
de D2 agissent en tant qu' agonistes de la bradykinine B2 alors que les composes de D1 , 
tout comme les composes revendiques, agissent en tant qu'antagonistes de la bradykinine 
B1. 

Le probleme technique que se propose de resoudre la presente invention peut done etre 
considere comme etant la mise a disposition de nouveaux antagonistes de la bradykinine 
B1 destines au traitement de la douleur. 
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La structure des composes revendiques n'est pas derivable de fagon evidente ou par de 
simples transformations des sulfonamides de D1 ou D2 et il n'existe pas dans I'art 
anterieur d' indication qui inciterait I'homme du metier a modifier les composes de D1 ou 
D2 pour arriver de fagon evidente aux composes de formule (I) de la presente 
revendication 1 . 

La presente demande contient des resultats de tests de douleur demontrant que les 
composes revendiques possedent effectivement des proprietes analgesiques ainsi que 
des tests demontrant que leur mode d'action fait intervenir un antagonisme au recepteur 
B1 de la bradykinine. 

L'objet de la presente demande implique par consequent une activite inventive reposant 
sur les proprietes analgesiques des composes de formule (I) selon la revendication 1 . 
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Applicant's or agent's file reference 
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See Notification of Transmittal of International 
FOR FURTHER ACTION preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 

PCT/FR2003/001763 


International filing date (day/month/year) 
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Priority date (day/montJi/year) 
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International Patent Classification (IPC) or national classification and IPC . 
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Applicant LABORATOIRES FOURNIER S A 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

This REPORT consists of a total of 5 sheets, including this cover sheet 

□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 

Hiese annexes consist of a total of . sheets. 



3. This report contains indications relating to the following items: 
I ^] Basis of the report 

II Q Priority 

III Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

jy Q]j Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability, 



V [2SJ citations and explanations supporting such statement 

VI LU Certain documents cited 

yjj Q Certain defects in the international application 

Vm CU Certain observations on the international application 



Date of submission of the demand 

17 d6cembre2003 (17.12.2003) 


Date of completion of this report 

08 March 2004 (08.03.2004) 


Name and mailing address of the IPEA/EP 
Facsimile No. 


Authorized officer 
Telephone No. 
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al application No. 

PCT/FR2003/001763 



L Basis of the report 



I 1. With regard to the elements of the international application:* 
|^[ the international application as originally filed 
the description: 



1-105 



, as originally filed 



pages 
pages 



, filed with the demand 



, filed with the letter of 



the claims: 
pages 



1-12 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



| | the drawings: 
pages 



, as originally filed 



, filed with the demand 



pages 



_, filed with the letter of 



| | the sequence listing part of the description: 



, as originally filed 

filed with the demand 



, filed with the letter of 



3. 



With regard to the language, all the elements marked above were available or furnished to mis Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language wllicn 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 
| | contained in the international application in written form. 
|~1 medtogemerwimmemtemationalarjplicationmcom 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 



□ 

I 4. □ 



The amendments have resulted in the cancellation of: 

[ | the description, pages , . 

| | the claims, Nos. . - 

| | the drawings, sheets/fig . 



n THis report has been established as if (some of) the amendments had not made since mey have been considered to go 
| 5- LJ bey0Ild the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

I »A,t replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step 
citations and explanations supporting such statement 


or industrial applicability; 




i Statement 

Novelty (N) 


Claims 


1-12 


YES 


Claims 




NO 




Claims 


1-12 


YES 


[ Inventive step (IS) 


Claims 




NO J 


I Industrial applicability (IA) 


Claims 


1-12 


YES 




Claims 




NO I 



Citations and explanations 

1. Novelty, PCT Article 33(2): 



Reference is made to the following documents: 

Dl: WO 00 75107 A (NOVARTIS AG) 14 December 2000 
D2: WO 98 03503 A (FOURNIER INDUSTRIE ET SANTE) 29 
January 1998, cited in the application. 

In view of the prior art disclosed in the above-mentioned 
documents, the subject matter of the present application 
meets the requirements of novelty (PCT Article 33(2)): 

Indeed, the claimed compounds differ from the 
sulphonamides according to Dl, inter alia, by virtue of ^ 
the presence of an amidine terminal grouping C ( =NR 3 ) NR 4 R 5 • 

The compounds of D2 differ from the claimed compounds by 
virtue of the presence of a quinoline ring. 



The requirements of PCT Article 33(2) are therefore 
considered to be met . 
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2. Inventive step, PCT Article 33(3): 

The subject matter of the present application relates to 
arylsulphonamide derivatives of formula (I) according to 
claim 1, useful for the treatment of pain and inflammatory 
diseases . 

Documents Dl and D2 describe arylsulphonamide derivatives 
that are also useful for the treatment of pain and 
inflammatory diseases. It should be noted that the 
compounds of D2 act as bradykinine B2 agonists, whereas 
the compounds of Dl and the claimed compounds act as 
bradykinine Bl antagonists. 

The technical problem that the present invention aims to 
solve can therefore be considered to be that of providing 
novel bradykinine Bl antagonists for the treatment of 
pain. 

The structure of the claimed compounds cannot be derived 
in an obvious manner or by means of simple transformations 
from the sulphonamides of Dl or D2, and the prior art does 
not provide any indication leading a person skilled in the 
art to modify the compounds of Dl or D2 in order to arrive 
in an obvious manner at the compounds of formula (I) of 
the current claim 1. 

The present application contains results of pain tests 
demonstrating that the claimed compounds do indeed have 
analgesic properties, as well as results of tests 
demonstrating that the mode of action is based on an 
antagonistic effect in relation to the bradykinine Bl 
receptor. 



Consequently, the subject matter of the present 
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application involves an inventive step based on the 
analgesic properties of the compounds of formula (I) of 
claim 1. 
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